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(57) Abstract: Remedies for cancer containing, as the main ingredient, saccharides having an a 1— >3 three-dimensional structure, 
in which use is made of an effect on NKR-P1 (natural killer receptor PI ; i.e., a natural killer (NK) cell antigen receptor contained in 
natural killer T (NKT) cells in the ability to activating NKT cells) as an indication, and which are used in a formulation wherein the 
above activation can be sustained. 
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mmm 

^-^o.^;i/^^-T (nkt) mmcommh^mEhtcifi/v(D 

2^ (malignant neoplasms) (cancer) ©^Bfi t &#>fc^Mfc 

bT^e>nfe<b-&t)^iv^Tn%^cD^fb* s ^^Im^^^T*^> tu 

T> -f>*-D^*>12 (IL-12) *5fef*:rt1!»l8-r**'lt©*ffltt 
tf 1U 1^ IMJillxftt 5 A H C C *5^©«i^^r § ^ i: 

20 b> $f&^^3£ (Novel Immunotherapy for cancer) (NITC) 
^&#A,$&*fc$&*flfl?:fcb;fco IL-12^ m#/u$>m#fc 
#F«3fc: IL-12 gflc*i£g|lS!-#bfc»^K:i±BJ#ffl*^bSfc«)fc^#* $ 

testis*. %tite^£\,^mm&& tK ^tigttfcifia^&ii: b-tteffl-cs 

25 fe^T*bV^«l • jffi4r»*ftjl«bfc« D A*ffl^ 
£?t5fcbfc (#!§¥ 10-13967 0-*f&3R) o 
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2 

IL-12tefc> 0^-7iD>r (IFNy) (DM&MWtm, & £ t>* 

Z>nW&$LM*Uo 1-?- J-? ft*? (NK) LAKi 

0 (Lymphokine activated killer cellX 33 J; TJF* — T MCDfSffi-ffci^jJll £ 

Mffithmzb^o iFNrit &fo<D#Lmjfo&* t^;wi- i mm (Thi) 
j*>2 (il-2), il-1 2 ■&*mtem&£ftr^%>tkmx»&z>o 

-TiSfflJ3S:}3<fct>*L AK$fflJ§&fc* v #/u&<g£^fc>3Mi: bTftJ^tlTl^o 
N K ififfl U 1Z ~? ^ X % £ © trC & ^ # ffl C & £> § £ V > 5 #S # & £ T V ^ 3 # > 

io NKmmcom&tmmmteifi&AsWmt&ffiM&ir, tsvz i l- 1 2©^ 

- 1 2©0£#+#fct5l^£*i,1\ ^^#*#£>*u&^£ £fcIL- 
20 ^MfcMtnTV^o 

mfrbtinngnx^Zo b^u *^h^^s ^Ayh-y--f h£-r> 

Hm^HfeNKT^M (Cui J. et al., Science 278, 1623,1997) «\ 
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£^bfc^IS«^tt^©$£1!&££fOo fifeoTNK t«ffllfi*?Stt'fl3-r*i di- 
et !K #A,JSt#<DiB*K • SIf^m#M£H< & d#^£:H£o 
^P^ii, .NKT«>b s ^-r£ V.a 2 4V/3 1 1 d ^ 5 #HffJ& T Mfci 
5 (TCE) 3^Klttt-'S^llfi9ftllll8fttn;JR*»Bl/s £<DmM#, 

h^V-fe^ KT&S CI d£$g^bTVN£o 1^ -art? 9 

NKTttCtt, o©g«#dbTN*«flI&mM&«# (NKR- 

10 P 1 ;t^7;V^7-f^P l)#&3dd«#|i?£;lxT^3(#;iS N 

kt mm(D&mtw a m : mmm^s 5^4^2000^818-823^- 

y). NKR-PHNKTiJSOSttfljCH^tSo 

KR-P 1 (^.x^Vdf-^— g§#P 1) dVa24V/?l lOftffl**^ 
<Jl&3fc<E>-£&3dd, IfcNKR-P 10^C{i/5i-^3/1^64 

Tflmfcd©g^#©$St£flj«&Kfc& t) "5 5 d ^ItBLfeo dntcJ; 

N K TJ^|S©^tS<bt6^WTS^^'^ ; &ffl^ A J A^© : ?^^^f , J : &Ji^'^ J S d £: # 

T&fc>t>#3g^GD— ll^&s ^i^^-T (NKT) «©r£t£-fb 

25 i6fc*w-«NKT«ij!a*s*ra^-^-i^;v=¥^- (nk) m^m^^t* 
&SNKR-P1 tztt-rzftm&mmtis, *©«tt^b*<tJ#T?**«t^fc 
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ZNKTMffi&m-tZi-?-*.?^*?- (NK) MM^tfeSNK 

r-pi td^iRfti^ffli^ ^©tstt'fb^fi^-es z>%kJ5i,zxm^<oti2>z. 

r-pi izmn&jfcwmis, ^om^tvx^ >^-7iD>r(irNr) 
<D*m.£.m*Mm\s. ^oT^^-iiis/TA;wi~ 2*a8s (Thi/ 

Th2) j££Th 1 ^it{tffit5^^^i< 

10 ^^B^O-^1i»> ^ffllS^B-x'-^-T-fe^ CD 3#J;lFCD 1 6 1 

%.?%Z£lZ£^Xi-?-3. : 7)l* : 7- (NK) Mm&im§:&ibT*$)%>NKR 
-P 1 ©SSlJgSfrV^ ^j-^I/^-T (NKT) M©t§t£ftiitl£1&^ 

15 «T©»^ftiip- tcMiR^fc^ffi^n^ia^ 

Strafes ; 

1) ^#^b^^#J£©#/S^&^©ffl^ 

2) »j-{^^^i:©#ffl^-s©ffi^> 

3) ^^n-r \*mw;£(Di#mmm^<Dm&, 

20 4) NKR- P l^VftmiZ&Zj-^^^Jl*? — T (NKT) «<£>?S 

25 ^f5CJ:{:<fcot^^a7;^7- (NK) «*yil^#:T&&NKR 
-P 1 OMfe&n^. tfa7;i/^7-T (NKT) i|BJ§&©?£f£{btl£^ 
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5 

i) m&Mh^mmm£(Dwmmm^<Dm%is 
5 2) MMUt&mtcDixmm&^cDmm, 

4) NKR-P lAOftffltcfcStf-a^/^^-T (NKT) M©^ 
10 #:-efei)o 

x$>% 0 

5NKTi^tt^tfa7;i/^7- (NK) iftetrbJ^^T* & £ N K 

15 r-pi \zn?z>wm*i%mh\;X*>7 y-^>^-r&- tttftmtTz a 

*ftW<D~-mm&. j-T-j-^Jlsir^-T (NKT) M^rStMsfc* % 
NK TMfa&^TZj-f-z-^fr*^- (NK) iWJiatftlSS^^'C'feSNKR 
20 -PI fcfcff UT^^ 'J-->^tS £ a^#St^t5 a 1 

$.ot> iNK Tmm(D^mt^mmmm^-^-X'$>^> cd 3^«fcvcD 

1 6 1 ©ffllJEfc £ t> NKR-P 1 (DmfeZft 5 Z kX'&lfeT % Z P V — =■> 

25 ^mm<D-mmi±, i-^^^jv^-^-T (nkt) mmvft&fcmfc&tt 

§NKTMMt%tfa7;^7- (NK) JfflJBJfi««*#T? » 3 N K 
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#$bbj§©— mm&* t-^-^^^^-^-t (nkt) Mmvmmtmte&tt 
zNKTmm&m-rzi-?-?-^)]'*?- (nk) mm^m^^^^^K 

R-P 16:»r*f^«**B»i:bTtft*-r4C2i*«f*i:-rSa 1^3ift 
6 l08l«fcJ:l)NKR-P l©«jje*ffail4:Tlft3g-r*Ci:ftWfRfct- 

io MM^iits^i^tfeSo 

EI 1 fi*j-^l:£^#ij©-f — 7 >r (I F N 7 ) cd^Hj^^-To 
EI2fc£CR N P R^^JCD-Y — 7 x.U > y (I F N r ) ©^Sj£^"3*o 
15 0 3 (i P D ^J® > ^ - 7 i D > r (IFNr) ©SSI&*^*"o 
® 4 h&^r5tt©H^£^To 

20 ©«iJ^Mm^^To 
©$lje*glH£^-f o 
3g US fc^iS ?•£&«>©*&©?& S3 
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Dfrtotifco *&WmiZ, Cdfcfc^TSffaMHS (NITC) £bT> M 

il-12^ iFNr, i l- i o^©#a-y--< h >£8iJ^b&o 

5 flt> ^©^SThl/Th2Jti:IL-l 2, Thl/Th2JthIF 
Nr. IFNrUL-12, I L- 1 2 i: CD 3 X CD 1 6 1 (NKR- 
P 1) (CD3 + CD161+) (DmS, IFNrfcCD3xCD 

1 6 i (nkr-p i ) m&fflm<DM'etizte i jk^iE<Dm%%. il-i 2tv 

a 2 4 V/3 1 1 m^mm (Va 2 4 + V/? 11+) CD»J^fc{±^V>^^l8© 

io $>§i^*s3j£ij0^bfeo ifeva24v^n • Tmmmm^n^mm^^ 

ttfzNKTMmte, I L - 1 2MiJ:^^ilii^^b, I FN - r!4 
»43J:t>*Th l/Th2bt£<b^^M.mM%7F-rzli%mWV, Va 2 4 V 

£ i i^mm&&>mmm<D®imfcffl}< zh*&mvt£ 0 &^*> <. va2 

4 V/? 1 1 -xCDfiJim, J># — tiJ*>4 (IL-4) 

NKT^J^CDNKIffliairuMg^NKR-P 1 MOilfc&gW- TcM^ 
£fci N NKT$ffl|g{iI L- 1 2*3J:^I FN - r ^^V^IEO^SH^^bs T 
h 1/T h 2 £b^%^VME©1SI3§^-r3 i:$s^EB^b^ NKR-P 1 ^(DM 

20 b:frU JlfBt^lt^-*5V^T^fflbfe^M^#:ffi*^ltt, /? 1 -» 3 / 1 -» 6 

25 -r&fc>*>, NKTaj^oMts^fg^^-r^^M*^^ u-->^-r^ci^ 

Ult 'J>&< £&NKR-P 1 IzMir^^m^mmtL, al->3iffi 
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Va'2 4 V/3 1 1 KHA^iU^l^O-CfeSCt^IS-CjfeS. CCD^lCb 

anuses cd 3 x cd 1 6 1 zmmzMm-rz to 

NKT^fflJ3g©NKR-P 1 fc»^«Ife:f^ffl LTNK T JjM & M 14-fb "T £ f& 

(tso) n sw^yJi^fcr&tiSo 

ry.Dt'J Jttffci^ 3 -O- a-D-^V3K7; D - ?)]/Z3 — * 

20 h-* (<b^5$3) m&m-f e>n§o 

[<b#^l] 




CH 2 OH 
) — O v 



CH 2 OH 



25 
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2 ] 




* V rTM&CD-^D— * a-D-Glcp- ( 1 3 ) -D-Glc ©r//Di/;^JI/ 
3— X a-D-Glcp- (l-*"3) -a-D-Glcp- (1-^4) -D-Glc ®-^n^> 
^ a-D-Glcp- (l->3) -a-D-Glcp- ( 1 4 ) -a-D-Glcp- 
(l-»4 ) -D-Glc 43s Glc&iOVn— * N pfcfct: — ^CDB&-^T*fe§) 
T* & £ o 
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10 



15 



20 



25 



~x*%-3)s g-73^> h-xzumtL, mmiza 

-L-73-7|^), ##£bT:fctK V>-f tl© 7 n ^ > $ 7 n — * # 
tfb^4] 




S=S0 3 H 
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S=S0 3 H 

#3 * u > - 7 a j yymmih? ^ 7 K ? u > ±> : ^;v^d 




S=S0 3 H 
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15 



20 



25 
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Utt'J^akbT^ MX&m^lt&^WkCDXVV J U (Poryphyra 
Yezaensis) fiifc<D»m^#fcf:f 6 *13 « Sift tfitl a 1 -» 3 

«fc i)&s#^**>i««cD:4-u=r*l Mb^ai o) tftSo 
tfb#55 9] 

OH CM 2 OH 
HO yf L HO /f"~ O 

OSO ; OH 



[fb#5$ 10] 




^tife^M5cRg^^n-r> a l->3 3i#:^CDli^^H ( a 1 3 ^;i/n iy 
KS§-£#H££4>o8fEj&#) ffe^t, lip^NK TilfflflSON KR-P 1 izM 

nm izitm l t n k t M©Mt£'fbf& * m t % mm * < mm t ? % 0 

NKR-P 1 t»^fl9fcf^«bTNKT«ltt*»ttfl3*b»*«JCtt, a 
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■m±mm, mm, mmm, mmm, mmm, &mm, mmm, m 
mm, %m, ^mm, mmm, sm, mmm, ^mm, mmm, urn, m 
m, mmm, mmm, mmm, ^^m, m^^m, nmm, 

3NKTM#W"r&NKR-P 1 izMT %>ftm £ It , ^(Dffimt 

15 ^m^tJ3:fc&#^^#j& N ^Ta^tt^p^si^ti^o mm, 

HffI3A^CD^^J^> NKT,ttONKR-P 1 fcrSiR#Jf;:#/B b 
TNKT ^fflSi^rStt-fb-^r b #> & a 1 3 £#:^©;li3If3K£«$&*lttr M 

20 ^j^o^Ts i l- i 2(Dm&*MftLm%mffi<%Q%m$hm^A,x>^x$> 

25 I L — 1 2 <Z>M&^W%\^^ ^> ^i^^jA^ AjX ^X % Jc V> o 
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2 7 — T $fflfl&©m$fcT*fc flfeO-o{i(DN K T 

©$T&3K*8c (NITC) T?fcfc£© 2 ^3W5K:*rbTlRief|P©^3*^i»* J K«>& 
tltl^o -T^t)*>® I L - 1 2->3r^-T MrBt£-^^ h-3/^©*«5 

fefc^tW K^M^^^ff ofej^^r, ±13 2 um<D#L&*k0 5 ^ tnf« 

->IFNr->IL-l 2-^3r^ — T JfflflS©^*** b < ttW&ft* Z t&W 
15 i^T^JB^bfeo — NK T^MrStt-*^ — 7* U XD%kW±± < tl 

fcm«?fcfc£o bfr b©©&^#ii<(D©&^m©^#^v^i^ #/b# 

<bt>fCT*&£a 1-3* (a 1 -» 3 ±foM&<DmM<MW) ©&-^ TTftfr*. 
©©^^^^^-fb-r^NK TM©NK^#:£rSt£'fb-r3 a 1 - 3M©# 
25 J9#&gfc&3o % b < fc*ini#A,8!]&t9!-£*-a <D©&j£*SP«b& 

^D>. CDDP (5>ag~10>ag) ©ffifcft^^V^ — ;i/fc*V»fc**^V 
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— ;k t k y 7T^f ^>>> v-r h-r-r cpt-i i * *f©ffi»&in;# 

•Cfc tK ®©m^©&^:fr#^iibT^&i#i^&£ £ £ a 1 -^3:fcflMi3££ 

/vW>mizm^iotifc£%, i-^3-7)\s3r? — T (nkt) nuo^&mtufe £ 
nkr-p i izttrzwrnzmutTztk^mz £ d> &*fif8$i©#»m 

m%.*ft5 Z ^TS5o £©£^ NKTMONKR-P 1 £*f-r35t 

20 ^eg^^ffl^ j:i>NK imm^mmhu, mmmm^-*-'e&& cd 3s 

t>*CD 1 6 1 CD^iJ^CJ: D NKR-P lCD^J^^fr^ £ £T*^T»;£&o 

U±mmhtz&? (3*^BJtt, NKT«©NKR-P 1 CMiRftJJ-ftffl 
25 bT NK TM£*SS>fb-t*:.btf>3 a I ^ 3 iLfoM&(DmMmMZ^tsW.J&m 
£tt«Lx IKIL-1 2gi£i§^ti£:NKTM©NKR-P 1 lzM$im 

izftm b -c n k t mm^mh-r m±i t ©m^ £ w £ ^ £ b & & & & 
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LKtewftyomowmvii, 7nyt-ra^ (fdx mo, h<i4cd 

fflt£©^&©-e&& 0 
10 (NKT*fflJ3£©«ij;£) 

NKR-p i ft*f«NKT«na©«ojeH:N n k t mmommmm tzwm 

ZfflM&Wtfim (CD 3*«tVCD 16 1) (DWfefc £ t> fr -5 - 
h#T-££o UttftJfcJi, 3fcjft|jfii*© U >/^Co^t, CD 3 &M&X~fr 
oCD 1 6 1 (CD3 + CD161+) ©M^^tSo o|D, 

15 NK Tfflj^©i|fflJES®tfiJiC-T?fc* CD J V U—± 

;V*nI#:£ffl^T 7 D~-tJ->f h U— &te/B*-a Two Color f&fifcj; t)$Jj£ 

-r&o dd?NKT«Hiadsts^'fb^nTVN^i:« N y w^c^-ccd 3 + 

CD 1 6 l+NKT«£Di^l 0%W±> £ t> *? * b < t± 1 6 %W±T 
fc£V^«, NKTJWIJia'sttflStefcttx NK TiMUS©^* i o %w±, 

20 j: t)«p * b < t± 1 6 %&±izmimi£\s&%>nm, ife^^s^^^ts 

§CD3*5d;t>*CD16 1 &M©§!ll§r£x h «J 

— Two Color tfc^fc «fc D til D «!I3£ b fco 3 © £ § C D 343^1^ 

25 CDlBlt^tS^^^n-t^^ ^ft^tin— jV^-t^OCD 
3 -P C 5 te?>mzU7 h l/=r^ y*>V>tt»©CD 1 6 1 Sffifflbfco 
Va2 4V;5 1 1 • NK TM©$J^&, N K T fflJ&©fflJB&1S fc$Sflil$ 
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te&&?zmm&m$iM (v« 2 4#&uv/3 1 1 ) object bfi^z. t 
v/? 1 lm^omm^tkMT^o o^d> NKT«Bia©«Bi!a*isin:JS-c»* 

Va 2 4^3<tt^V/? 1 1 Sfcx ^tJ 2Xi—j-)\,%ifo (TCR-Va24PE. 
5 TCR-V/31 1FITC) (Beckman Coulter *tSO & ffl V^ T 7 D — it -f 
h U -£te/B"r* Two Color tfcaECJ: D80je-T5o 

(71-7 * y >m^«cD«y^) 

jMUlfil*© U y^Ito^t, «BIS*Bin;JS"e«>S CD 3 ^«tt5CD 1 6 

10 Sffi^fc Three ColortftSftlct D^Sc3®D«0^-rSo Utt&fcttx S&flfcbfc 

(Pharmingen ftlM) * «P b T SJtS £ *8\ ^ & t P R E - C y 5 tH-^ 
trCft: (DAKO *ttt) £ tR JP b T SJfe S *n OV^Jri CD3-PE (Coulter 
6604627) tri#:^ cttN'irb CD161-FITC (B-D) #Cffc£«P b X 
15 ®t7P-t-f h'J-tiStSo 

m&m&i&7k (Phosphate Buffered Saline) (PBS) If 2jgKf RUtSIl 
bfc^s Ficoll-Conray % (JtS 1 . 0 7 7 ) ±(3ffiJgU 4 0 0 Gf20 

20 ^watfegu mmmmfr&mm-rzo m&&. 1 o %^j^imifa^ (fbs) 
tuts, ^ ^titzmmnmm2 o o u nzy ^ v^-w^^-y 

(Phytohem agglutinin) (DIFCO *fcgO * 2 0/zg/ml ©*SJ^ & £ <fc "5 
fcflDS.* 9 6 ^Y^f ^ o 71/- b 5 % C O 2 #4Tn 3 7°CT-2 4B$F^ 

( I L - 1 2CDfc|j£) 

I l - l 2«©«im&gffc&*pcDEi)*> £<b#Kjt«£*'Jffl-e&*a j > 
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R&D SYSTEMS MBL ft «fc D X^T 2> Z £ <D~C # %>&m#L&fflfe& 

(elisa) iz <t 3 Mfe * y h &mm £ ft % o z £ -e » R&D systems ft© 

m Assay Diluent RD1F »S|t$ft (standard) £ 1 "C 

5 H8!£LfctS#4£ 2 0 0 jul 1 "f^>#&bfc^ iiSCt§HT2«$$ 
-frfeo S#t)$t>V^ — ^-dr^^— -tf (horse radish peroxidase) (H 

RP)^aJriI L — 1 2ffii£* 2 0 0 ^ 1 f 2 ^^^fitft bfe, 

^OSM§iSb3@^t, ^Sl«§ 2 0 0 

2 0^1MIt> li^MiM5 0/ilfoMlfeo 5 5 On 
10 m$^tii:bT4 5 OnmC.*lt§^0W$Emax (m^Mma, 

#tl) £T«ij;£bfco I L — 1 21(±, pg/mULTi^tl§. £ 3 

fiL-i 2 ^si^tt^y^ jfcfflMmmMmfr&mmiz & vm^-rz i l 

-12it 7. 8pg/mlW±l:i^tU«)^» 

15 (IFNr©«iJ^) 

I F N 7 OMfetes BioSource Europe S.ft© I F N r EASIA^r^h 

&m^x, mm#Li%mfe& (e ias) xm^Ltzo nmz&9 * 

D^l/-hC7)=&^(3^ip^ (standard) £ &±fBliM b 2 
bfc&GD£ 5 0 jul fo^ttb, HR P*ffs®*ri; I FN-rW 5 0 u 1 "T 
20 o^bltill^AJf) 2 ^^^M-eSiJ&^^^o #^0SM^I^SU 

3 IU$g#^ 38€i^f?$i$[£ 2 0 0 // lf^ais ISb^* 5 ^ 1 
^*&-eSJfo£i*. @§^S/i&#lt?&M£ 5 0 fj. lf^aifeo 6 3 0nm£ 
MMh bT 4 5 0 nm&£Z?4 9 0 n mC 43 (t 3 ^^©tl&^Jg § E max 

(fnftjfSfelil^^ftSlO CT$J^bfco IFNrii^ IU/ffiUbti 
25 £ft&o 

( I L- 1 ovmfe) 

I L - 1 0 (DMfete. BioSource Europe S.fttf) IL-10 EASIA^r 
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* hzm^x, mmmm^m^m (eli s a«o -caojeufco 

iftl L- 1 O^tt^fflV^J^fciU I F N r Oi^^tf b T ff o fe c I 
L-10ilis pg/mUlt^ti§o 
(Thl/Th2 iffl]|SJfc©»J£) 
5 Thl/Th 2iMi:bfc}:. 7D- it^ h* h U — J; 3 — T (T h) 

mmmmThiee coiovmm^k^z^-oxmmiz^^m^.Ltzo Thi/Th 
2 mmmmtfimc-D 4 £^Ts^;wi-TMcD&frT* iFNr^i 

(Thl) UL-4 ^g^-T^M (T h 2 ) CDtt,m*m.T% 

10 £1"Jfil$ft^ 12-^ U X ^ — h - 1 3 -T-te^- h (Phorbol 

12-Myristate 13 Acetate) h-r^y^-f^> (Ionomycin) IZ <fc t) 3 7 

7U7z;V>;>A (BreferdinA) ^JP^TjU^S^^^lh^ i*. #C C D 4 tri 
CD 4 -P C 5 (Beckman Coulter *tM) V^TiMgll!^ — * 

15 -tfel.CD4S^U MM^mfe'lk, FACS Lysing Solution ( Hfc^P 
h > 7 s 1 v * > V ^^t^iillfeo ^ © FACS 

Permeabilizing Solution ( B*^^ h >f f V >tl) <fc ^fflJMI 
jg^JH^frV^ Jgfc JrC I F N r JrC'ffc/'tni I L — 4 Jtl#: (FASTIMMUNE 
IFNr FITC / IL-4 PE) ( B P h -i V * > V >*t*Q -?!iMl*l©tf- 

20 h*-f >|^fibt, 7D-t^ b^-^- (FACS Calibur) (Becton 
Dickinson ftM) T^J^*5 J; t>*^*f^ff o fe D 

1*1 -e e ^ © is m # w t* & % o 
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«^^i-^cdt*$>^o *fcMv>fc«f&©^ai4%. B^mm^mcD gcp t 

< iii1fiA,#l<D%imWfe&& (Standard for judgement of the efficacy of 
anti-cancer agent under GCP of the Japan Ministry of Health and 
5 Welfare) Clot, $Z±mm (CR). ffifrfgm ( P R X MRfe (ifiA,<D 
mmffils) (NC : No Changed Ufcfci&HSl (PD : Progressive Disease) 

=yn*ijdi (TOG) I 12.0g/B*S#bs $IJ*s^^CD*^J^f# 

10 fee 

U > (PERF) jg^fg^fc 4.3%fiiT"efeD> NKTifflllSfcfctSttflSiSn-t^fc 
frofco ^<D'&4 >rnm, i|®ifcft;^#£&#Loc5tfT&NKTM©?S 
15 ^*s»&*l«i3&*ofco b^UIL-12H:i4$tlt^§fc^ STNt 
I C T P©iiT-*-tt±|ltfN Cil^ja^nfeo 

a 1 - 3 >iI$*oTOGO-gi I2.0g £ 3 0fc:#tt 

J3S©SiJ^r(i 24A%t^mV, NKTM^-7t'J >M&&t)*> 6.5% 
20 iiiDbTNKT^BJ^©fS'14'fb^^$>tifeo ^^.IC 1 ^r^mt{*> S TNi) 5 
45U/ml, I C T P# 4.6ng/ml fclEtiNtfc £*CffiT b"^ Jfcttfc U 

TOGS 12.0g/HlS!#-r*3i:lc:«fcD> NKTffit^l- 

25 #$82cbfcfc ?»tl5o 

c^^^tte^M) 2o.og/H^^b^ m#^j£cd^0!I 
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0&mfcmnfci*i&ftt.y-*iiki?r. js&va 1-3 ^vi/* 

tt^U.rJH (t^ie^) ©-H«20.0s*3®fc#W-T»-*Lfco BSE 
fl£©i!Jiir# 17.9% i: if flu b> ^©^-7 * u fcrS^b^nr 

-VUXV^rm (TOG) £ 12.0g/BiS#U M#A,8&lll©*r3&0>J£f# 
15 fee 

73:f©lftl»*5©JSt£*CN *J&R#j&»&*r&a8*ft8c (NITC) + 

ti&tkwm*) %mifehfzo iL-i 2iii4$nt*.^ ®^v— :&— ©5 

^NCC-ST- 4 3 9 tSLX-l bT 3 # C E A £ C a 1 5 - 

3li®TlTl^iPofc 0 8*£&©TOGS^li&i;T?tt-ffi©Bj»^~Jb 
20 -Wlfe*H^i)PRi:^$tlfc, ^©^TOG©-B»12.0g£3 
HU^frT&^bfco T 0 Gfc*3I'B19!#bfco 2 V /l&fc: &N K Tjfflia©S!l 
27.4%fcJ&jDn-b^ NKTiSS0^-7t U > & rSttYb £ nT 

13.3%£&ofc 0 CEA, NCC-ST-4 3 QtejEffi-fbU * 

Oflfc©J!l3iJ*7 — T?$>2> C a 1 5 - 3« 82U/ml N SLX-1% 59U/ 

£©#n?fc i l- 1 2m&iz&%#>mm i &£, NKTmrnmcommt^cD 
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mmx-v^m m^mt&^m) & 2o.og/B&#bs u*s^iota 
5 68j"zmmm, m-m&ommz Nrrc*&*&&8*8bft<, 5^r^ittii 

v— ©9 t> Cal9-9£IC TPIi|«^9fc^ C E ACDiiflO 
B©JtBi9!-£*BB*&bfco ^©^2 ttiNK TffllllS©^** 22.2% 

io w»ra«KNKTJHjfi»tt30««ffib&o zozmmm ^-x-itT^xiEWHb 

£©^#!|-£fcil L - 1 2tt*J«>3&>&m^$nTV>fc* $ 0l*fl9afc#«±NC-C 
feofeo UfrUWtllal-y =T» (*fc5$#*tS^«0 20g/B£;J£^bTfr 

15 :J* (jfcsS^ttB^K) 20g/BiS:#£<fc DNKTM^rSttftib 

ft££J3<fc3£#;it£>frtft 0 
(Hlflc«5) 

U-73^> : n>^ffi^cD^-UrfM) 4 I5.0g/B&# U AO 

a*^it©^0!j£f#fco 

20 58t0^tt-eg>otvMs U NITC 

H^ITObfco bfrbNK T*fflI£*S14& I L - 1 2 0£&f#£>*lftfroft 
ft#>> 4 ^r^tct.D a 1 - 3 > *^at^tf U-7 3^> 15.0g/B 

*ift#lii&bfco K-r-^TJiiinb'rvNfcA*, 

#&3 ^^tfc(±NK TM©#Ji^# 21.1% ^^iib. NKTiSS0^-7^- 
tt**bHi^>Aft^fi t b P R fcft o ft , 
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t^tytx^ft*73^>§ i5.og/B*§:#b, ffl&A,jbm(D&$hM 
$ f# it o 

V> 15.0g/H&t8!#SI*&bfco *<DmM3 >r%'&iZ\±, 
I L - 1 2 0£ii$£ (21.2pg/ml) i: £ « , N K T JfflJIS © 81 © *i JD 

io (17.5%), *«fcVNKTj(fflia0^-7^y >^ti©Jigfe (5.7%) &*#e> 

itfflMS & b c r tmfez ntc o 
c©3^&i»mi$afc#«tf *±7^x*a#:7:3>f ^> i5.og/B&#J3 

15 (gftftftl 1 ) 

T O Gift^.Jg0jt:*ltS CD 3 +CD 1 6 1 + *BUI&©&t&&*ftttfbfco if 
ftA*8c (NITC) &JfefTbTl>3ffi#A^0!l 148^C-^Dt'JJ||(T 
OG) 9.0g~18.0 g/ /B^iiiP^#bfeo T OG&#iir^^;:&NKTM©i!]£• 
fci: 16.19±7.25%T«feofe 0 ^Igfll-elftW-r* 1 6 
20 NK T^BJ^mAstiip-r^MloJ* 5 ^^^ *>©©*5StMfci:I8«>e>ft&J&>ofco 
bfrU CR:fe«fcVPR&^©£»^»S4-ftrffi# 16.95±9.22%t?$>o 
fc©fc:*fb, fi#»Hr^t 22.73 ± 11.08 % ^ ^ if j&D b T £ D (p< 
0.05), *nWP*%l«V>fg|6l*«K«>&nfco £fcPD^#iJT*&NKT|fflflMm& 

w?ic£±#bTv^c (p<o.oi) 0 — i5s t t> (Dm&mm<Dmn&mx*te, th 
25 mmcomtitm^x t o G$&#m 2>rBB'c»NKTmmm&mwr%mfa& 



WO 01/82935 



PCT/JPOl/03621 



25 

TOG^-^ii^t;j3(t§ i l - i 2 ©^i^i^iftfeo 

(NITC) SJlSff bT^£3£a s A,«J 1 4 8^"J{3^y D^- >; rf*f (TOG) 
( 4 500) T?fc* 2 /r M St I L - 1 2 ifi^M ft: if3§t * ftt ^ fc (p< 

0.05)0 p d^e^ij ( 6 o^j) -ct±s i l - i 2 <ommwm tarn.® & n& 

10 (K»^J3) 

TOGifc#j£0yfc::j3tt* I FNrC^MMlfeo 

4 8 0iJ©5*>> (CR, PR) 4 5 #ijfc£ I FNrI4 

16* * 55* -r < > * n c jt« b t p d &<£fig & ^ -r<£0d 

ifr^fc (H 1-3 £#M)o f&to^ TOG«!-£cdW»0!CC I FNr ©ififtf 
^rD'f K (20mg/B) &#ffij£0| 

^^£?L^©^^©^JT\Jfo/J^# 21000mm 8 /ml tfMlt^ 
20 3 ^W0fe»> ^ 1/ K — V P > 20mg/B£t8-¥b , ri>&o §r& 
(NITC) (^M^^^^+^«fe#M!^) fcflP^T. *-*-±<7^X^e3e| 
&7=Ufr> (I5.0g/B) &-^£«6bfco 

CD 3 + CD 1 6 1 + NKTM©§iJ'£ry:. fcJ^Rtfc 17.8% £it;&P bT*3 
^ — 7 * U (PERF) fcfc 7.4% t tStS-fb £ tit ^ £ o b^b> 

25 I L - 1 2m&mjjte 7.8pg/ml WTilffiTbtV^o ^^D-Y Kid 

«fc ^ (TNFa-^I L — 1 2-^^-T fflUS^O #M!J£*lT^ 

z>tz®-e&% (m 5 )o 
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*^D-f K (30mg/B) tStJS-mfcm 

mtxj-yzj yy (i5.og/B) %>&M"e$> % <, il-12 

5 <DM£.1fi 2 mOfflfelZ&^XU&bbte^Z. tfrb, (D&^m (TNFa^I 
L-12^7-T ftmfflZtlT^Z h^TL £*i£ 0 bfrb, NK 

Tmmmtz<D^-7* v >j^£t&#^-rft&fg#>£ft££ tfrb, nkt 

Z £&7Fmgtltz (i6 ) 0 

io mmffl9) 

XzrUj K (20mg/B) 

mm, &&B?m&(D3im&A,mMT-$>^T, XrrUj K 20mg/B:fcJ:V 

3° (TNFa^IL-1 iM) S^to&TNF a 

15 :J3«fctf I L - 1 2CDH^fg^^^^^f£Tb-CV^o (NK 

TMM^b-^-:?*- u >) izmtezNKTMmvm&te 15.2%^^ 
-rmfatem®?>ti% boxD&zmm&gfgnx^z (07)0 
mmm 10) 

20 iMfi^lt^ot, NITC^^i:^^ Dtf" U =f«f (TOG) 12.0g/B<Z> 
tft#&&W-TV^jffi0a*Cfc£o NITC #i£i: T O GJg-^PI^ 3.5 * £ g <fc t) 
5 FUS.tVD'fn^iJ > 60'0me/HCJ;S<b#*^*%ff ofco I L- 1 
2i4ili, ^b^***fr-5«rfctt 14.5pg/ml T^ofc^ fl3^*»«fc 
{gTb 7.8pg/ml WT^^ofco b^U CD3 + CD16 1 +NKTtt 

25 ©gdiirfeu ih^mmm^f i5.2%hn^^n-c^feo u®^^ 

*&*y££t)<X)ftl&ft ( T N F a-> I L — 1 2 -T SUMS*) #£PM£ 
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mmm in 

s^mmmmx$>^x, sytmMow^m&.4 nitc^ 

5 mtU -7 15.0g/B&#£^ttTl>£3g#ijTfc& o NITCm&tU 

-7n-fy>jS#^l^4^H@ ( tDUFT (mM, 400mg/B) fc £ £ 
ft3t*i**<fefirofcrt* N rts^Mfc&fc* 10 -5r£»fc*itL;fco IL-12I4 

§ & 41.5pg/ml T ^ fz &\ fc^mmMft 4> fcfc 7.8pg/ml JUT fc^HJ £f£ 

io Tbfco L^Mb^&^it^ i l- i 2m^mi±mmi'rzo mtc, cd 

3+ CD 1 6 1 + NKT|fflJiS©i!j-a-«,'fb^^^^^ff ^fc+lt^fc 10%JM 
±fc$£ij$£*tT^fco £<2^lilfr£>. >fb#$g&£ij£<fc b(D&^ (TNFa 
->I L- 1 mm%k) tfftlfflgtlfebmZ btlZo NKT 

15 £ £#^£ftfco 
(g^^J12) 
5FU^J 

mmmmmx^^x, mTcmmtmm^-v^m m&^t&^m 2o.og/ 

Bi£#£gfrTl^^MT&3 0 NITC>g§m«^y 1 
20 Si^ 5FU 500m S /2mmiZ£%l\j^m&*%ft^rz o IL-12I4 
tlteu fb^|g*S£fT 5Hiffcfci I3.ipg/ml T*fcofc#. {b^^fr^J* 
7.8pg/ml J^Tfc^Tbfco CD3 + CD 1 6 1+NKTttOll^ 

fej\ ^^ssfr^fc i3%~i5%«3$£ftTv^o it^m 

%km^&b®#L>m%k (TNFa-^IL — 1 2->^-T «3U #3mf|iJ£;ft 

mmm 1 3) 
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CDDP. 5FUj3iVx>^t>^J 

%ffimm-Z&^X, NITC mmh^r^-ru^^^^yzJ^ #y 15.0g/B 
&#£^*Tl>£^#!]T*fc£o NITC mmh^r^r±U^:X^m^y^^^> 
Wt-^mtfe 5 >r R B £ *) , CDDP, 5 F J: V*. > h* *V ><D 4 ? — )Vn 

38.3pg/ml &X*MMLtzibK ik^mtikMnm* 7.8pg/ml WTCfBlCiS 
Tbfeo £tz, CD3 + CD1 6 1 +NKTjfflJ3SCDfiJ^^. Ib^&S&frf 

& 19% turn £>&i^ £ n-c ^tz o £ ©^m^ s> > fc^mmm (D&^m ( t 

NFa^I L - 1 2 ->3r^— T ^ffllSlfO tlfc £ *13 o — 13 , 

10 NKT##ffl-r3d>ft^ (NK T«*5t£-fb-^-7 * V >) &$t*$£ft 

mmm 1 4) 

JWM¥±J&^#!lT-&oT> NITC 15.0g/B&#£ 

is &ttx^z>mm-e$>z>o nitc $tm£u- 7=3-1- y>m-^m^ 1.5 ^^gct 

CDD P:& cfctF^V^ — ;v© 3 ^ — ;Hft'# ic J; Mb3^&£ & =fr o o 
I L- l 2jg|*feifet± N <b^S^fra Hut» 229pg/mi ^T»Jiinbfc^> -fb 

^«ttt«fif«tt7.8pg/mlfitTfc*IHifcffiTbfco £2^ CD3 + CD16 

<DmM&m®t>titzo z(Dffimfr<o, it^m^m^^ (tnf« 
^il-i 2 ->^r ^ — t mmm) &mm$ntzh3g%- <otiz> 0 nkt 

#ftffl-T& m (NK TifMrS^b-^ — 7 * >) &;i£&<**iT^S 
fritz o 
25 (Blffc^J 15) 

sfmmmmx&^x, NiTc^^^-yo^-u ^(tog) i2.og/B& 
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#£g«"r V>53g0!|-T?&So NITC T O G*S:#I1$S 1 >r/i@J;D> HU 

bfco IL-120^fE{A, Sfelif^0^^=fT^ 60.3pg/ml T»&ofc 

M»l»*acJfiff«H: 8.5pg/ml fc«B3C<ETbfco CD 3 + CD 

5 16 1 + NKT«BflS©f!l^«, SC^«ft*ScSlBff W £ ll.l%T?feofc#> St 

(TNFa->IL-l 2->=*^— TffllflSaO ##P$I<* ttfc £ *l 

10 (BiJfc0!l 1 6) 

B^m.ffl'Z&^X, NITC ^> 15.0g/B*£# 

S^Jtfe-S* NITC iii:U-73^ ^>&#|§^hi§:l£|!3B$JiH£;&fcftf^ 
U ^ 2.5 ^^^CMiiS^^ibfco IL-12B^li 
15 ft*. ft»**ft«ff*CJ* 7.8pg/mlJBtTT?»ofc3&«^ jmSMfcSc'J'.lta 2 
46.5pg/ml ^^BJJCJiJP bfeo Sfex CD3+CD1 6 1+N 

v>fe 0 z. commit mmi&mmiz (tnf^il-12-* 

20 (NK Tmmm^t-^^ — y * V >) *XT C £#^£*ifco 

%m&m~C&^>X, NITC*ffifc-^D^-U=f» (TOG) 12.0g/Bi§:# 
ftftfcJ-C V>*Jfe^lTf **o NITC iitT O G&-¥gg$6 5.5 T ft S «t # 
25 ^J;Vi«fc^^B»6nfcfc»Kte^1Bmfc*S*«ft«R^*B8^bfco IL 
-1 2m^fg«> Stlt^^^^fi : ^HU^«9.4pg/mlJ^±-efeofe^. fifcftT 
ttJftSififcfT&tt 7.8pg/mlfc<KTbfco CD 3 +CD 1 6 1 + NKT 
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mmmmmiz & d ®&mm (tnf a-> i l — 1 2->*^-t«^) 
5 (eim^j i 8) 

MU»^#!lT&oT. NITC^^il^^-U^M 20.0g/ 
B& J 3-*&\fT^%mMX*&%o NITC U ^*S$!#|g#itJi:{3: 

mmmizi&mumm% ! bmi&L. mi^nmzWLmmmm^^±\,tz 0 il 
io - i 2m&m±, MMmm&*?T5itiizte i8.2 Pg /mi x$>^tz-&, i&f*^ 

^^Mfr*(* 9.8pg/ml Jc:{£Tbfc>^ St*r^^*Jh^ 4 vn'&^\±, 

32.9pg/ml i^JiiPbfeo lf^CD3+CD161 + N K T JffllS©^^^ 

t)(D^^m (TNFcr-*IL-l 2->3r^-TMm$k) #«J©JS tlfe 
15 £ft£o -^s NKT#ftsfflt*®*ft* (NKT«fflflS«i4'fb->^-7^U 

mmm i 9 ) 

mmm&mx^^x, mTcmmt^-^i-u^x^m^^^'i v> i5.o g / 

20 B&#£gftTl^^0!|T»&3o NITC US ^^^t^^EX^ fi*7D^ ^ 

a$cam*$s*ra*&bfco i l - i 2m^ti«s wnmummzft? «rt{± 

57.7pg/ml ^±-C*ofc*s> »t*«S«f^JI6ff 7.8pg/ml fcfiTtfeo 
CD3+CD161 + NK T$ffl|S©i!J^r{is Jft8**Mfc&Jfeff BU fc* 
25 17.2% ife^«6*&«lff * *> 12.8%-efeofco £©$£JHfr£>, Sfel* 
fB*$c££!)<X)ft*£ft (TNFa^I L- 1 2 ^=*r 9 -T «m) 
titztrnZbtiZo —15, N K T ^ftffltii©^^^ (NKTiMr5t£-fb-^ 
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Wmm2 0) 

W**£08"CfcoTx NITC*?Si: = yD^-y=r«l (TOG) 12.0g/Hi§!-^ 
. 5 SSfrt^Sgft-CftS, NITC *SctTOGl9!#ll*&fctaKBIKFMfc. * 
^ V ^ — ;i/ 69mg*5 cfc V ^ * r ^ ^ > 49mgfe# £ X Z> lh^m& % b fc o 

^3 ^tcmfis^Tife^ i7t2.5 *j3@«^#is#>*>*t 

mm^nmn^, x^uj i o BBBfrofco"- i l - i -2 0£t6». 
10 it^mm, mmmmm, ^jct^^o^ 7.8 P g/mmTT*&o 

Cine>©*^*»Tbifc^fc:tt 6B.Bpg/ml CJiiObfco CD 
3 + CD 1 6 1 + NKT*fflJ9S©i!j£-fc*> £ *l £ ©#«c * 4> * % 17%~ 

(TNFa->i l — 1 2^*^~Tmmm) &wm$ titz f- 

1S NKT^fflt§(D^ (NK Tmmm&fc^^-?* V 

20 K£:fcV^> NKR-P llcl^t^fflt5tlli:btal^34«:il 
©*&8t%K©^/B.tt*JltHbfco ^ bti0*0^ NKTMONKE- 
PUIJiU I FN- 7jS££ft5£b> Thl/Th2;^>^^Thl 

tsi^ibx b^rv^&ii#^&©fr&£t\ n k t^bhs^c 

25 i§3iS bT ^3 £ £#4Wbfco < bT#»IEf*#^lS^Jfcfc:i3tt3¥# 
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1. ±3^7;i/3r7-T (NKT) HBlftCDmffi-ftiflefcfeW-* N K T«UB*« 
tt^tfa7;i/^7- (NK) Mmtfim&&<£-V$>2>NKR-P 1 (i~ 

^T'SS^tCTJSl^ftS a 1 -> 3 AfrflliS ft t T 

2. T^^^l/^-T (NKT) «llft<0«H4<bl6fc*W-* NK TJWJfi** 
tt5tf-a7;v^7- (NK) ifMtaJjiCg^re&SNKR- P 1 (^~ 

10 ?i7H7-§§ftPl) tliRWtfffflU *© ft S 

3. t^a7;i/ar7- (nk) mmmm^fa-z&zNKR- p 1 
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